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In claim 3, on page 66, line 1, please delete "claim 2" and replace therefore 
— claim 24 — . On page 66, lines 12 and 17, and on page 67, line 11, please delete "claim V 
and replace therefore — claim 23 — . On page 66, lines 23^"^!^ on page 67, lines 

and 8, please delete "or" and replace therefor — or — . 



In claim 4, on page 67, line 14, please delete "according to claim 1, which" and 
replace therefor — , wherein said ~. In the same line, please delete "anyone" and put a colon 
after the word "from." 

Please rewrite claim 5 as follows: 
5(once amended). A compound according to any o^e of [the preceding] claims 3, 4. 23, or 24 . 
wherein said compound is in the form of [its/ a hydrochloride, sulfate, tartrate or citrate 
[salts] salt . 



^Plea 



^ease rewrite claim 14 as follows]^ 

14(once amended). A compound according to afe/ one of [claims 1-10] claims 3, 4, 23 or 24 

[further characterised in that it] wherein satd compound is isotopically [labelled] labeled . 
I 

In claim 16, first lirie^lease delete "labelled" and replace therefor ~ labeled — . Please 
also delete the word "the" that comes immediately before the word "formula." Finally, please 
delete "claim 1" and replace therefor — claim 23 ~. 

In claim 18, first line, please delete the word "the" that appears immediately before the 
word "formula." In the second line of claim 18, please delete "claim 1" and replace therefor 
~ claim 23 ~. 

Please rewrite claims 20-22 as follows: 



20(once amended). A method for tMe treatment of a patient for pain, [whereby] comprising 
administering to said patient an efie^ve amount of a compound of [the] formula I according 
-3 to claim 23 [claim 1 is administerdo^ a subject in need of pain management]. 
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21 (once amended). A method for the treattnent of a patient for a gastrointestinal [disorders] 
disorder , [whereby] comprising adminij&tering to said patient an effective amount of a 
compound of [the] formula I according to claim 23 [claim 1, is administered to a subject 
suffering from said gastrointestinal diso/rder]. 



22(once amended). A method for the treatment of a patient for a spinal [injuries] injury , 
[whereby] comprising administering to said patient an effective amount of a compound of 



[the] formula I according to claim 
said spinal injury]. 



/Ipi ease add new claims 23 
23(new). A compound according ti 



23 [claim 1, is administered to a subject suffering from 



as follo ws: ^ 
formula I: 



wherein 

m and n are each and indepen< 



tly anr integer from 1-3, and one or more of the hydrogens in 



R is selected from h ydro 
cycloalkyl, C4-C8 (alkyl 
C3-C6 cycloalkyl; 

is selected from any of: 
(i) hydrogen; 




(CH,) 



2/m 



N 



/ 

J 



(I) 



the alkylene chain may option all/ )3q substituted by any one of Ci-Ce alkyl, Ci-Ce alkoxy, or 
hydroxy; or 

one or more of the methylene 
from O, N or S; 



ups may optionally be substituted by a heteroatom selected 



a^ branched or straight Ci-Ce alkyl, C2-C6 alkenyl, C3-C8 
wherein the alkyl is a C1-C2 alkyl and the cycloalkyl is a 



(ii) a straight or branched Cx-Ze alkyl, C2-C6 alkenyl or C2-C6 alkynyl; 
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(iii) -[(CH2)q-aryl]; 



(iv) -[(CH2)r-heteroaryl] wherein the heteroaryl )ias from 5 to 10 atoms, each heteroatom 
being selected from any of S, N and O; 
and wherein the aryl and heteroaryl may /optionally and independently be substituted 
by 1 or 2 substituents Y, wherein each y is as defined below; and wherein q and r are 
each an independently an integer from 6 to 3; 

(v) C3-C10 cycloalkyl, optionally comprising one or more unsaturations and optionally 
substituted by one or more heteroaryls, where each heteroaryl has from 5 to 1 0 atoms, 
each heteroatom being selected from any of S, N and O; 

and wherein the aryl and heteroaryl may optionally and independently be substituted 
by 1 or 2 substituents Y, wherem each Y is as defined below; 

(vi) C6-C10 aryl, optionally and independently substituted by one or more heteroaryls 
having from 5 to 10 atoms, .each heteroatom being selected from any of S, N and O 
and wherein the heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined below; 



(vii) a heteroaryl having from 5 to 10 atoms, each heteroatom being selected from any of S, 
N and O; wherein thewaryl and heteroaryl may optionally and independently be 
substituted by 1 or^suhstitpents Y, wherein each Y is as defined below; 

or and R'^ may optionally fonn a heterocyclic ring; 



R is selected from any opi 
(i) hydrogen; 



(ii) a straight or brancheti Ci-C^lkyl, C2-C6 alkenyl or C2-C6 alkynyl; 




(iii) 



-[(CH2)q"aryl] wheipin q is an integer from 0 to 3, and wherein the aryl may optionally 
be substituted by one or more heteroaryls having from 5 to 10 atoms, each heteroatom 
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being selected from any of S, N and/O; and wherein the aryl and heteroaryl may 
optionally and independently be substituted by 1 or 2 substituents Y, wherein each Y 
is as defined below; 

(iv) a heteroaryl-(C5-Cioalkyl), where/n the heteroaryl has from 5 to 10 atoms, each 
heteroatom being selected frony any of S, N and O, and wherein the aryl and 
heteroaryl may optionally and independently be substituted by 1 or 2 substituents Y, 
wherein each Y is as defined below; 



(v) a C3-C10 cycloalkyl, optionalh^ comprising one or more unsaturations and optionally 
substituted by one or more lieteroaryls having from 5 to 10 atoms, each heteroatom 
being selected from any ofl S, N and O, and wherein the aryl and heteroaryl may 
optionally and independently be substituted by 1 or 2 substituents Y, wherein each Y 
is as defined below; / 



(vi) -[(C3-C6 cycloalkyl)-(CHp)q] wherein q is an integer from 1 to 3; 

R'* is selected from; 

(i) hydrogen; 

(ii) a straight or branch^ tACo alkyl, C2-C6 alkenyl or C2-C6 alkynyl; 



(iii) -[(CH2)q-aryl] Wherein c/is an integer from 0 to 3, and wherein the aryl may optionally 
be substituted liy onllx more heteroaryls having from 5 to 10 atoms, each heteroatom 
fronrf a;ijt-©f-S, N and O; and wherein the aryl and heteroaryl may 
ip^endently He substituted by 1 or 2 substituents Y, wherein each Y 



being selected 
optionally and 



is as defined below 



(iv) heteroaryl-(C5-c\)/ alkyl), wherein the heteroaryl has from 5 to 10 atoms, each 
heteroatom being ih^ected from any of S, N and O, and wherein the aryl and 
heteroaryl may optionally and independently be substituted by 1 or 2 substituents Y, 
wherein each Y is as defined below; 
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(v) a C3-C10 cycloalkyl, optionally comprising one or more unsaturations and optionally 
substituted by one or more heteroaryls living from 5 to 10 atoms, each heteroatom 
being selected from any of S, N and O; 
and wherein the aryl and heteroaryl m^y optionally and independently be substituted 
by 1 or 2 substituents Y, wherein eachAT is as defined below; 

(vi) a C6-C10 aryl, optionally and independently substituted by one or more heteroaryls 
having from 5 to 10 atoms, each herteroatom being selected from any of S, N and O; 
and wherein the heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined below; 

(vii) a heteroaryl having from 5 to 10 atoms, each heteroatom being selected from any of S, 
N and O; wherein the aryl aiid heteroaryl may optionally and independently be 
substituted by 1 or 2 substituents Y, wherein Y is as defined below; 



is selected from any one of: 
(i) hydrogen; 



(ii) a straight or branched Ci-C6,alkyl, C2-C6 alkenyl or C2-C6 alkynyl; 



(iii) -[(CH2)q-aryl] wherein q^s/an integer from 0 to 3, and wherein the aryl may optionally 
be substituted by one or niore heteroaryls having from 5 to 10 atoms, each heteroatom 
being selected froni/ any /of yS, N and O; and wherein the aryl and heteroaryl may 
optionally and independei^y be substituted by 1 or 2 substituents Y, wherein each Y 
is as defined below; 



(iv) a heteroaryl-(C5-Gio aDcyl), wHerein the heteroaryl has from 5 to 10 atoms, each 
heteroatom being \selecte!r rom any of S, N and O; and wherein the aryl and 
heteroaryl may optronally and independently be substituted 1 or 2 substituents Y, 



wherein each Y is as defined below; 
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(v) a C3-C10 cycloalkyl, optionally comprising one or more unsaturations and optionally 
substituted by one or more heteroaryls having from 5 to 10 atoms, each heteroatom 
being selected from any of S, N and O, and wherein the aryl and heteroaryl may 
optionally and independently be substitutecyby 1 or 2 substituents Y, wherein each Y 
is as defined below; 



(vi) 



.11 



N' 
II 
C 



or 



V 

I 



.10 



wherein R , R\ R% R'" and R' ' are each and independently selected from: 

(a) hydrogen; 

(b) a straight or branched Ci-Ce/alkyl, C2-C6 alkenyl or C2-C6 alkynyl; 

(c) -[(CH2)q-aryl] wherein q is an integer from 0 to 3, and wherein the aryl may 
optionally be substituted by>-one or more heteroaryls having from 5 to 10 
atoms, each heteroatoni/peing selected from any of the S, N and O; and 
wherein the aryl and heteroaryl may optionally and independently be 
substituted by 1 or 2 /ub^itueiits Y, wherein each Y is as defined below; 

(d) a heteroaryl-(C5-CU alkj^), wherein the heteroaryl has from 5 to 10 atoms, 
each heteroatom bein^^pdected frbm any of S, N and O, and wherein the aryl 
and heteroaryl maV optionally and independently be substituted 1 or 2 
substituents Y, whei[eii^ each X is as defined below; 



(e) a C3-C10 cycloalkyl, Optionally comprising one or more unsaturations and 
optionally substituted/ by one or more heteroaryls having from 5 to 10 atoms, 
each heteroatom being selected from any of S, N and O; 
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and wherein the aryl and heteroaryl vmay optionally and independently be 
substituted 1 or 2 substituents Y, whe/ein each Y is as defined below; 

(f) a C6-C10 aryl, optionally and independently substituted by one or more 
heteroaryls having from 5 to 10 atoms, each heteroatom being selected from 
any of S, N and O, and wherein the heteroaryl may optionally and 
independently be substituted by/l or 2 substituents Y, wherein each Y is as 
defined below; 

or R^* and may optionally form a heterocyclic nng; 

Y is each and independently selected fi-om ^y of: hydrogen, CH3; -(CH2)piCF3; halogen; Ci- 
C3 alkoxy; hydroxy; -NO2; -OCF3 -toNRV; -COOR^ -COR^ -(CH2)p2NR"R^ 
-(CH2)p3CH3; (CH2)p4SOR'R^ -(CH2)p5g02R'; -(CH2)p6S02NR'; C4-C8(alkyl-cycloalkyl) 
wherein the alkyl is a C1-C2 alkyl, and the/cycloalkyl is a C3-C6 cycloalkyl; 1 or 2 heteroaryls 
having from 5 to 10 atoms, each heteroltom being selected from any of S, N and O; and 
oxides selected from N-oxides or sulfoxia^; and wherein: 



R' and R^ are each and independeni 
alkyl, a C1-C6 alkenyl, a C3-C8 cycl 



^elec/ed from hydrogen, a branched or straight Ci-Ce 
al%l; ^nd wherein: 



p^ p^, p\ p^, p^ and p*" are each and iri^ependently 0, 1 or 2; 



as well as pharmaceutically 
thereof. 

24(new), A compound accordin 



ts, isomers, hydrates, isoforms and prodrugs 



lula I of claim 23, wherein: 



m=n=l ; 



r' is selected from: 
(i) hydrogen; 



-9- 



Delorme, et al. 
09/555,575 



(ii) a branched or straight Ci-Cg ^^l^yl; and 

(iii) a C3-C8 cycloalkyl; 

is selected from any of: 

(i) hydrogen; 

(ii) a straight or branched C\-(^6 alkyl; 

(iii) -[(CH2)q-aryl]; 



(iv) 



(V) 



oifS 



-[(CH2)r-heteroaryl] wherbin 
being selected from any 
and wherein the aryl and 
by 1 or 2 substituents Y 
r are each and independently 



the heteroaryl has from 5 to 10 atoms, each heteroatom 
, N and O; 

heteroaryl may optionally and independently be substituted 
wherein each Y is as defined in claim 23; and wherein q and 
an integer from 0 to 3; 



a C3-C6 cycloalkyl, optionally comprising one or more unsaturations and optionally 
substituted by one or more heteroaryls having from 5 to 10 atoms, each heteroatom 
being selected from any of S, N/and O; 

and wherein the aryl and heteroaryl may optionally and independently be substituted 
by 1 or 2 substituents/ Y, where each Y is as defined in claim 23; 



(vi) a Ce-Cio aryl, optionally 

wherein each Y is as Idefined 



(vii) a heteroaryl having fr 

N and O; wherpin the 
substituted by 1 or 2 subs' 



and irtdependently substituted by 1 or 2 substituents Y, 
in claim 23; 



5 to 10 atoms, each heteroatom being selected from any of S, 
aryl and heteroaryl may optionally and independently be 
ituents Y, wherein each Y is as defined in claim 23; 



12 I 
or R and R may optionally form! a heterocyclic ring; 
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is selected from any cjne of: 

(i) hydrogen; 

(ii) a straight or branched Ci-Ce alkyl; 



(iii) -[(CH2)q-aryl] wherein q is an integer from 0 to 3, and wherein the aryl may optionally 
be substituted by one or more heteroaryls having from 5 to 10 atoms, each heteroatom 
being selected frbm any of S, N and O; and wherein the aryl and heteroaryl may 
optionally and independently be substituted by 1 or 2 substituents Y, wherein each Y 
is as defined in claim 23; 



(iv) 



(V) 



a heteroaryl-(C5-dio alkyl), wherein the heteroaryl has from 5 to 10 atoms, each 
heteroatom being Iselected from any of S, N and O, and wherein the aryl and 
heteroaryl may optionally and independently be substituted by 1 or 2 substituents Y, 
wherein each Y is as defined in claim 23; 



a C3-C10 cycloalky 
substituted by one 



optionally comprising one or more unsaturations and optionally 
ir more heteroaryls having from 5 to 10 atoms, each heteroatom 



R"^ is selected from: 
(i) hydrogen; 



being selected froml any^fiS. N and O, and wherein the aryl and heteroaryl may 
optionally and indepfendently hf substituted by 1 or 2 substituents Y, wherein each Y 
is as defined in claim\23; 



(vi) -[(C3-C6 cycloalkyl) 



(ii) a straight or branct^ C\ alkyl; 




wherein q is an integer from 1 to 3; 



(iii) -[(CH2)q-aryl] vdidrein q lis an integer from 0 to 3, and wherein the aryl may optionally 
be substituted by one or more heteroaryls having from 5 to 10 atoms each heteroatom 
being selected from any bf S, N and O; and wherein the aryl and heteroaryl may 
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optionally and independently be substituted by 1 or 2 substituents Y, wherein each Y 
is as defined in claim 23; 

(iv) a heteroaryl-(C5-Cio alkyl), wherein the heteroaryl has from 5 to 10 atoms, each 
heteroatom being selected from kny of S, N and O, and wherein the aryl and 
heteroaryl may optionally and indJependently be substituted by 1 or 2 substituents Y, 
wherein each Y is as defined in claim 23; 

(v) a Ce-Cio aryl, optionally and independently substituted by one or more heteroaryls 
having from 5 to 10 atoms, each heteroatom being selected from any of S, N and O; 
and wherein the heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y |s as defined in claim 23; 

is selected from any one of: 

(i) hydrogen; 

(ii) a straight or branched Ci-Ce alkyl; 



(iii) 



(iv) 



-[(CH2)q-aryl] wherein q is 0 6r/f, and wherein the aryl may optionally be substituted 
by one or more heteroaryls having from 5 to 10 atoms, each heteroatom being selected 
ftom any of S. N and o/ji wh4ein .he aryl and hceroary. may optionally and 

independently be substituted jby / or 2 substituents Y, wherein each Y is as defined in 
claim 23; 



a heteroaryl-Cs-Cio alkyj 
heteroatom being selected 



herein the heteroaryl has from 5 to 10 atoms, each 
from of S, N and O; and wherein the aryl and 



heteroaryl may optionally and inaependently be substituted by 1 or 2 substituents Y, 
wherein each Y is as definec /m claim 23; 



(v) a C3-C6 cycloalkyl,^c^tionj lly comprising one or more unsaturations and optionally 



substituted by.oiie or more 



being selected from any of S, N and O, and wherein the aryl and heteroaryl may 



heteroaryls having from 5 to 10 atoms, each heteroatom 
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optionally and independently be substituted by 1 or 2 substituents Y, wherein each Y 
is as defined in claim 23; 



N 

II 
C 



or 



.11 



N. 



,10 



wherein: R^, R^, R^, R^^, R^^ are each|and independently selected from: 

(a) hydrogen; 

(b) a straight or branched C\-Ce klkyl or C2-C6 alkenyl; 



(c) 



(d) 



(e) 



-[(CH2)q-aryl] wherein q is Ian integer from 0 to 3, and wherein the aryl may 
optionally be substituted bfy one or more heteroaryls having from 5 to 10 
atoms, each heteroatom beW^elected from any of S, N and O; and wherein 
the aryl and heteroaryl may optidnally and independently be substituted by 1 or 
2 substituents Y, wherein eich Y is as defined in claim 23; 

a heteroaryl-(C5-Cio /alkyli ^herein the heteroaryl has from 5 to 10 atoms, 
each heteroatom being selkfcted from any of S, N and O; and wherein the aryl 



and heteroaryl may opti 
substituents Y, whereiiye£ 



nally^^nd. independently be substituted by 1 or 2 
is as defined in claim 23; 



a C3-C10 cycloalkyL opt^onall;^ 
optionally substituted by 
each heteroatom being se 
and the heteroaryl 
substituents Y, when 



compnsmg one or more unsaturations and 
one/&r more heteroaryls having from 5 to 10 atoms, 
ted from any of S, N and O; and wherein the aryl 
optionally and independently be substituted 1 or 2 
Y is as defined in claim 23; 



each 
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(f) a Ce-Cio aryl, optionally and indenendently substituted by one or more 
heteroaryls having from 5 to 10 atoms, each heteroatom being selected from 
any of S, N and O, and wherein the heteroaryl may optionally and 
independently be substituted 1 or/2 substituents Y, wherein each Y is as 
defined in claim 23; / 

or R"* and may form a heterocyclic ring \4iich may optionally and independently be 
substituted 1 or 2 substituents Y, wherein each Y\ is as defined in claim 23. 

25(new). A method of diagnosing a patient for la disease characterized by the degeneration or 
dysfunction of opioid receptors, comprising administering to said patient an effective amount 
of the isotopically labeled compound of claim |4. 



26(new). A process for the preparation of a Compound of formula I according to claim 23, 
comprising: 1 

a) converting bis-amino xylylene[oftK^ormula: 
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wherein is as defined in fohnula (I) of claim 23; 
subjecting said secondary amine of formula (IV) to urea formation to produce 
a compound of formula (VI)} 




reacting said mono-(diBoc)-guanidmomethyl of formula (II) with an aldehyde 
to produce a secondary amine of formula (TV): 

H / 

LNHBoc 



(IV) 



T 
NBoc 



deprotecting said compopnd oy formula (VI) to produce a compoimd of 
formula (VET): j 




(VI) 



(vn) 



wherein R', R^, and R'' 



are as defined in formula (I) of claim 23. 
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27(new). A process for the preparation of a compound of prmula (I) according to claim 23, 
comprising: 

(a) subjecting a compound of formula (VIE): 

X 



(b) 




wherein X is CN and Y is CHO, to reductive amination using a primary amine 
of formula R^NH2, wherein is /as defined in formula (I) of claim 23, to 
produce a compound of formula (I^): 

CN 



(IX) 



subjecting said compound df formula (IX) to an urea reaction using a 
chloroformate of formula (V)]( 




(c) reducing the product o 



wherein r\ R^, and Pf'* ire as defined in formula (I) of claim 23. 




to provide a compound of formula (XI) 



(XI) 
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28(new). A process for the preparation of a compound M formula (I) according to claim 23, 
comprising: 

a) reacting a compound of formula (Viuy, wherein X is CH2BR and Y is CN, 
with an amine of formula R'^R^NH, Avherein R"^ and R^ are as defined in 
formula (I) of claim 23, to produce a oompound of formula (XII): 




(xn) 



b) 
c) 
d) 



reducing said compound of fomiula (XII); 

reacting the product of step b) with an aldehyde of formula R^CHO, wherein 
R^ is as defined in formula I^f claim 23; 

subjecting the compound /formed in step c) to an urea reaction with a 
chloro formate of formula (}/)fio produce a compound of formula (XV): 




(XV) 



wherein r\ R^, R^,Nr['*, an^J^^ are as defined in formula I of claim 23. 



Remarks 

Most of the amendments described above are minor in nature and are either designed 
to comply with the formal requirements of patent law or correct minor typographical and 
grammatical errors. 



